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Sir: 

DAVID A. CHERESH declares: 

1. That I am one of the named inventors in the above-identified patent 

application; 

2. That my curriculum vitae is attached hereto as Exhibit A; 

3. That I am familiar with the subject matter described and claimed in the 
above-identified application; 

4. That I have read the Office Action dated October 2, 2002 on the above- 
identified application and the prior art references relied upon by the Examiner; 

5. That the presently claimed subject matter, namely subject matter 
defined by claims 1-4 and 16-20, inclusive, would not have been obvious to one of ordinary 
skill in the art of treating tissue damage due to vascular edema because (1) there is no 
reasonable expectation of success that the inhibition of Src kinase would lead to a successful 
inhibition of vascular edema or to reduced tissue damage due to such edema, (2) there are 
many pathways for activating Src kinase, and (3) different means of activating Src kinase lead 
to different downstream effects, as discussed in detail hereinbelow and shown in the noted 
scientific publications; 
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6. That Losordo et al., Circulation 98:2800-2804 (1998), Exhibit B hereto, 
reports at page 2803 that therapeutic angiogenesis in patients with limb and myocardial 
ischemia may be achieved by treatment with VEGF, and that such statements by Losordo et al. 
would have led one of ordinary skill away from suppression of any component of the VEGF 
signaling pathways, including Src family tyrosine kinase;. 

7. That Hayashi et al., Journal of Cerebral Blood Flow and Metabolism 
18:887-895 (1998), Exhibit E hereto, expressly teaches that treatment with VEGF 
significantly reduces ischemic brain damage such as infarct volume and edema formation; 

8. That, as noted by He et al., J. Biological Chemistry 274(35):25 130- 
25135 (1999) (applied reference) and by Dvorak et aL, American Journal of Pathology 
146(5): 1029-1039 (1995), Exhibit H hereto, more than one VEGF signaling pathway is 
known; 

9. That Bao et al., Acta Pharmacol. Sin. 20(4):313-318 (1999), Exhibit F 
hereto, presents the hypothesis that reducing VEGF production or inhibiting VEGF signaling 
should negatively impact ischemic tissues and reports that intraventricular administration of 
anti-VEGF antibody increased the infarct size in a mouse cerebral ischemia model, and that 
this publication also would have discouraged one of ordinary skill from considering 
inactivation of any component of a VEGF signaling pathway ; 

10. That there are many growth factor pathways for activating Src family 
tyrosine kinases; see, for example, Thomas et al. (Exhibit C) and Erpel et al., Current Opinion 
in Cell Biology 7:176-182 (1995), Fig. 1 at page 177, Exhibit G hereto, but only VEGF is 
known to induce vascular permeability; 

1 1. That Src family tyrosine kinase is activated, inter alia, by angiogenesis 
growth factors such as FGF and VEGF [Thomas et al., Ann. Rev. Cell Dev. Biol. 13:513-609 
(1997), at 536, Table 3, and at 557 (Exhibit C) and Zhan et al., J. Biol. Chem. 269(32): 20221- 
20224 (1994) (Exhibit D)], but that VEGF is the only known angiogenesis growth factor that 
promotes vascular permeability; thus, one of ordinary skill would have had no reason to 
selectively target Src family tyrosine kinase so as to interfere with VEGF induced vascular 
permeability; 
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12. That one of ordinary skill seeking to promote tissue repair or reduce 
tissue damage would have been more likely to enhance VEGF activity rather than diminish it; 

13. That Src family tyrosine kinase activation is one of many VEGF 
dependent signaling activities, thus one of ordinary skill would have had no motivation to 
consider Src family tyrosine kinase for inactivation even if the objective was to block VEGF 
induced vascular permeability; 

14. That, as noted by Munshi etal., J. Immunology 164(3): 1 169-1 174 
(2000) (cited reference) and Dvorak et al. (Exhibit H), VEGF is a multifunctional cytokine 
that binds to a tyrosine kinase receptor found primarily in vascular cells, whereas Src family 
tyrosine kinases are non-receptor kinases found in all cells, thus the blocking of VEGF is not 
equivalent to blocking of Src family tyrosine kinases; 

15. That whereas VEGF knockout mice do not develop normal vasculature 
and die in utero, Src kinase knockout mice do develop normal vasculature and survive to 
adulthood; 

16. That none of the cited references by van Bruggen et al., Aiello et al., 
and Jirousek et al. suggest that the activation of Src family kinases is responsible for increased 
vascular permeability; 

17. That the aforementioned publication by He et al. (applied reference) at 
page 25132 states that the relationship between c-Src activation and the physiological actions 
of VEGF is not understood, and at page 25130 states that post receptor signaling pathways are 
not yet fully understood; 

18. That the role and identity of growth factors that control the extent of 
tissue damage and its repair are poorly understood; see, for example, Issa, R., Lab Invest. 
79:417-425 (1999), Exhibit I hereto; 

19. That the cited Munshi et al. publication does not suggest inhibition of 
vascular permeability, nor does this publication suggest that PP1 is a VEGF antagonist or 
inhibitor; see, for example, page 1171; 

20. That I am not aware of any scientific basis for the contention that "PP1 
would be expected to have similar therapeutic effects as the VEGF inhibitors of van Bruggen 
et al."; and 
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2 1 . That the cited references by Aiello et al. or Jirousek et al. do not 
describe VEGF inhibitors. 

I, DAVID A. CHERESH, the undersigned declarant, declare that all 
statements made herein of my own knowledge are true and that all statements made on 
information and belief are believed to be true; and further that these statements were 
made with the knowledge that willful false statements and the like so made are 
punishable by fine or imprisonment, or both, under Section 1001 of Title 18 of the United 
States Code and that such willful false statements may jeopardize the validity of the 
above-identified patent application or any patent issuing thereon. 




David A. Cheresh 
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